The first reversed phase high performance liquid chromatographic method for Stability Indicating of, Azilsartan and chlorthalidone has been developed and validated to be a simple, sensitive, rapid, specific, precise, and accurate method. Chromatographic separation was achieved on Zorbax XBD-C8, 250mm × 4.6mm,5µm.Buffer pH5.5 : Methanol (60:40) as a mobile phase at flow rate of 1 ml/min. UV detection was operated at 234 nm and injection volum was 25 μl.. The proposed method showed good linearity, accuracy, precision and was successfully applied for determination of the drugs in laboratory prepared pharmaceutical dosage forms.
INTRODUCTION:
Azilsartan Medoximil [1] :
Azilsartan is used in the treatment of hypertention. It is a angiotensin II receptor antagonist. Its mechanism of action is blocking the angiotensin receptor by vasopressor harmone that stops vasoconstriction and thus decreases the blood pressure. Its IUPAC name is (5-methyl-2-oxo-1,3-dioxol-4yl)methyl2-ethoxy-1-([2'-(5-oxo-4,5-dihydro-1,2,4oxadiazol-3-yl)biphenyl-4-yl]methyl)-1H-benzimidazole-7carboxylate and molecular formula C30H23KN4O8.Azilsartan was practicaly insoluble in water but soluble in DMSO and methanol. Pka of the drug was
Fig. 1 Structure of Azilsartan Medoxomil
Pharmacokinetics: Azilsartan medoxomil is quickly absorbed from the gut, independently of food intake. Maximal blood plasma concentrations are reached after one to three hours. The liver enzyme CYP2C9 is involved in the formation of the two main metabolites, which are pharmacologically inactive; they are the O-deethylationand decarboxylation products of azilsartan.
Adverse Drug Reaction: nausea,diarrhea,fatigue,cough.
Chlorthlidone :
. Chlorthalidone is used in the treatment of hypertension, it is a thiazide diuretic drug which inhibits Na + and Clions reabsorption in the distal convoluted tubule by blocking the Na + /Cl -Symporter. IUPAC name was (RS)-2-Chloro-5-(1hydroxy-3-oxo-2,3-dihydro-1H-isoindol-1-yl)benzene-1sulfonamide with molecular formula C14H11ClN2O4S. Chlorthalidone was soluble in Methanol, water and DMSO. Pka found was 8.76. According to literature two methods were available in which madhu et al., the retention time for Chlortalidone and AzilsartanMedoxomil were 7min and 11 min respectively. Naazneen et al., the retention time for Chlortalidone and AzilsartanMedoxomil were 2.36±0.1 mins and 5.54±0.5 minsrespectively.
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Fig. 2 Structure of Chlorthalidone
Pharmacokinetics: Chlortalidone is slowly absorbed from the gastrointestinal tract after oral ingestion. It has a long half-life and therefore a prolonged diuretic action, which results in continued diuretic effects despite a skipped dose. This prolonged action of chlortalidone despite missing doses may account for the higher efficacy of chlortalidone compared to the shorter half-life medication, hydrochlorothiazide. Chlortalidone is eliminated from the body mostly by the kidney, as unchanged drug. [2] Adverse Drug Reaction:Hyperuricemia,Hyperglycemia,Hyperlipidemia MATERIAL: DRUG: 
Preparation of Azilsartan Medoxomil Standard solution:
An accurately weighed quantity about 20 mg of Azilsartan Medoxomil standard was transferred to 100 mL volumetric flask. Add 70 mL of diluent, sonicate to dissolve and dilute up to the mark with diluent and mixed.
Preparation of Chlorthalidone Standard stock solution:
Weigh accurately about 50 mg of Chlorthalidone and transfer it into 50 mL amber colored volumetric flask. Add about 30 mL of diluent, sonicate to dissolve and make up to mark with diluent (1.0mg/mL).
Preparation of Azilsartan Medoxomil Standard stock solution:
Weigh accurately about 80 mg of Azilsartan Medoxomil working standard and transfer it into 50 mL amber colored volumetric flask. Add about 30 mL of diluent, sonicate to dissolve and make up to mark with diluent (1.6 mg/mL ppm).
Further dilute 5 mL each of Chlorthalidone stock solution and Azilsartan Medoxomil Standard stock solution to 50 mL with diluent. (0.10 mg/mL Chlorthalidone and 0.16 mg/mL of Azilsartan Medoxomil).
Note: Prepare standard solution in duplicate as 1st standard solution and 2nd standard solution.
Preparation of Sample solution:
Chlorthalidone and Azilsartan Medoxomil) stock solution:
Weigh and transfer 10 tablets into 1000 mL amber colored volumetric flask. Add about 100 mL of water and sonicate to disperse the tablets then add 600 mL of diluent, sonicate for about 60 minutes along with intermittent shaking for complete disintegration of tablets. Allow it to cool and make up to volume with diluent. Centrifuge the solution for about 10 minutes at 3000 rpm. Filter through 0.45µ Nylon membrane syringe filter. Inject stock solution for Chlorthalidone (0.1 mg/mL of Amlodipine).Further dilute 5 mL of sample stock solution to 50 mL with diluent (0.16 mg/mL of Azilsartan Medoxomil). [2] ISSN: The proposed simultaneous eatimation and validation method was found to be simple, precise, accurate and rapid for the determination of Chlorthalidone and AzilsartanMedoxomil.The coefficient of correlation was obtained in acceptable range .The percentage recovery obtained in acceptable range .variation in flow rate, wavelength, does not have any effect on the % RSD of standard and assay value.There lative standard deviation of main peak area ,tailing factor and therotical plate is well within the acceptable range . Hence the precision of given method is confirmed. Thus from the above result of the individual method is conclude that the analytical method is validated and found to be satisfactory.
